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T.^zercyx*. a Hungarian Body 
nf 30—38, Kereszrun ut, Budapest a. 
Hungarv, do hereby declare the invention^ for 
which wc pray that a patent may be granted 
rj u< and^he method by which .«« to be 
£rfKr«X to be particularly described « and 
by the following statement: — . 
This invention relates to new » 2 °^ cnv * 
i lives More particularly, it is concerned with 
' ncw pvVidylaScyloxy and Brk^^ 
derivatives having the general formula 1 



reacting an azoic derivative having the general 
formula II 



-YH IU) 



wherein A, R„ R=. X, Y and Z have the 
same meanings as above, with a 
derivative having the general formula HI 



and their physiologically ^P^J^J^j; 
tioo salts and quaternary ammonium denva 
lives. In the general formula I 
"T sinds S an alkyleoe groupcontaining 
1_5 carbon atoms or a valence bond, 
X Stands for an -NH group or an oxygen 

"y^S*!*. sulphur or oxygen 

Z_ rands for . -CH- group or a uitro- 

RC0 R ; ,C Snds for a hydrogen atom or a methyl 



stands for a hydrogen or chlorine atom. 
or.-NO.or-OJUp^;^ 
m is an integer from 1 to J. 
The ^con^Softhe .S^^^. 
, noans vahiabk biological properties. ine> 
^T^SXaoc and other ^o^uc 

compounds having the general 
formula 1 can consent!, be prepared by 



wherein B stands for an -NH, group or a 
naTogen atom, and n has the same meaning 4 
« above, or with a salt thereof. 2 - (2 - am.no- 
ethyl^yridine is a preferred compound of 

^treacuonb^y^-" , 
a temperature of from 100 to 150'C. 

The halogen alkyl pyridines having the 
Jeral formula III or the salts thereof are 
IreSably reacted in an amount equivalent 
f a Sat of the .role derivative having the 
KDcral formula II. The rcacnon is earned 
STviefcrably in the presence of «acid- 
binding agent, especially sodium hydronude^ 
"Tbdicated above, the com^r^otd- 
inx to the invention possess basic properties 
IS form addition saks and quaternary 
ammonium derivativea. • 

If it i, desired to obtain the acid addition 
salt from the free base ^ /ah can be pre- 
pared by reacting the free base w«h a corre- 
sponding inorganic or organic aod, nichas 
gSorThydn.bro^, *Jph^J>hov 
phoric, tartaric, "*uc> P"*** 1 *- 



aulphonk, tnandebc, aahcybc, otncaisd other 
pe^siologically compatible •ad*, pirf eraNy in 
the presence of a suitable solvent permittiog 
bob boo of the salt. 
5 The quaternary amowaum denvaovea can 
be prepared by reacting Ae free base with an 
alkyi r*lide, preferably in the presence of an 
inert solvent , . . 

On the other hand, when at u desired to 
10 convert the acid addition «ak or the quaternary 
ammonium derivative to the free base, this 
can be accompfahed by dissolving the salt 
in a suitable solvent, neutralizing the solution 
with a basic material, such as sodium 
15 hydroxide, and iaoUting the deaired baae by 
ctttscocq or other sjiebfe satans. 

According to a further feature of the pre- 
sent invention there arc provided pharma- 
ceutical competitions comprising as active m- 
20 gredient at least one of the compounds hav- 
ing the general formula I and/or their 
physiologically compatible acid addition sato 
and quaternary ammonium derm ves, in aa- 
mixture with suitable carriers and/or ex- 

° P Sd pharmaceutical compositions may be 
solid (eg. tablets, pills, coated ptsls, supposi- 

tories, capsules) or liquid (such ss solutions, 

suspensions, emulsions, or injecob«« prepa- 
M Tations). These preparations may be suitable 
for oral, rectal, or parenteral administration. 

The carriers may be conventional organic 
or inorganic substances, such as starch, mag- 
nesium stearate, talc, stearine, water, poly- 
35 alkylene glycols and magnesium carbonate. 
— The pharmaceutical compositions may con- 
tain additives such aa emul sifying, stabmz- 
ing. disintegrating and wetting 
The preparations may comprise in addioon 
40 to the compounds of the general formula I 
one or more other therapeutically active com- 

P °Tr^pr*nnaceutical compositions according 



The pnajmaceuucai ampw u «» 1 — _7T° 
to the present invention may be prepared oy 
the usual methods of the prianraceuocarin- 
dustry known per si, by admixing the active 
ingredient with suitable solid or liquid organic 
or inorganic pharmamiriral camera and/or 
exdpients and, if desired, with other rhera- 
i pcuacalh; active compound*. . 
The new compounds according to the in- 
vention and their methods of preparation are 
further illustrated by the aid of the following 
Examples. 



^ EXAMTU 1 

30 g. (02 molts) of I-ax — r 

axofeai»d24.4g.(0.2mok»)of2-(2-ai 

ethyl) - pyridine arc heated at 150°C on a 
meal bath until the intensive evolution of 
ammonia gas ceases (about 3 hours). 00 

After cooling, the product is dissolved in 
ethanoi or acetone and the solution is de- 
colourised with charcoal. The solution is then 
diluted with water, where up on 2 - (fi- 
pyrid - 2 - ylemylth>c) ^eTirimi dai ra> separates 65 
b crystalline form, with a yield of 80%. 

If an analytical sample is aystalbzed from 
50% ethanoi, the pure base b obtained with 
s melting point of 75—TTC 

u bydrcchbrk scid a ssststicsd 70 

inro rh7Tcew""aohition of the base to ob- 
tained, or the solution b aodined with a 1 : 1 
mixture of ethanoi and 38% HQ, then the 
white crystalline drhydrochloride of the amjne 
separates, and has a mdtmg point of 198— 75 
201 °C 

If the acetone solution of the base, ob- 
tained as described above, b refluxed with 
methyl iodide, the yellowish white quaternary 
dimethybodide aah separates, after cooung. » 
and has a melting point of 246— 248°G 

Examtle 2 

16.7 g. (0.1 moles) of 2-nJcrcaptobenzotm- 
axole are dissolved in 200 ml. of ethanoi, 
whereafter 16.4 g. (0.1 moles) of 4-chloro- 85 
methyl pyridine hydrochloride and 8g. (0.2 
moles) of NiOH dissolved in a small amount 
of water are added to the solution. 

The reaction mixture b refluxed for two 
hours and sodium chloride (11 g.) b then aepa- 90 
rated by nitration. The nitrate b evaporated 
and the residue crystallized from aqueous 
acetone, to give toad 2 - (pyrid - 4 - ytoetbyl- 
thio)benzouiias>le. Yield: 75%; m.p.: 85— ^ 

8? If the acetone solution of the base so ob- 
tained b acidified with hydrochloric acid, the 
-yeUowbh-whke dmydrochloride separates; 

mp . : 174— 177°C 

If the acetone solution of the base u re- 100 
fluxed with methyl iodide "dbrha jdihjted 
with ether, the quaternary mooomethybod»ae 
salt b precipitated in the form of y*flow 
crynah having a melting point °< 150-152-C 

The compounds Ibted m the following 105 
Table hare been prepared by the methods 
described in Examples 1 and 2. 
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WHAT WE CLAIM IS:- 
1. Compound! having the general formula 
I aad acid addition salts tad quaternary am- 
-- n dcrintha thereof, 



wherein 

A stands for an alkylene group containinc 

1 5 carbon atoms or a valence bond; 

X stands for a — NH group or an oiygcn 

or sulphur atom; 
Y stands for a sulphur or oxygen atom; 
Z sards tor a — CH— group or a nitro- 
gen atom; 

R, stands for a hydrogen atom or a methyl 
15 group; 

R, stands for a hydrogen or chlorine itom 

or a —NO, or — CH. group; and 
n b an integer from 1 to 3. 

2. A process for the preparation of corn- 
! )0 pounds of general formula I and physiologic- 
I illy compatible acid addition salts and 
qui ternary ammonium derivatives thereof, as 
claimed in claim 1, which comprises reacting 
an azole derivative having the general for- 
I 25 mula II 



5. A procat as daimed in any of claims 
2 to 4, tr wrxh the pyridine derivative of 
general fc nula HI or its salt b reacted 
in an amount equivalent to that of the azok 
derivative of general formula II. 

6. A proem as claimed in any of claims 
2 to 5, wherein the reaction b carried out 
in the presence of an acid -binding agent. 

7. A process as claimed in claim 6, where- 
in sodium hydroxide is used as the acid- 
binding agent. 

8. A process for the preparation of com- 
pounds of general formula I as defined in 
daim 1 substantially as herein described with 
reference to the Example*. 

9. Compounds of the general formula I as 
defined in claim 1 whenever prepared by a 
process as claimed in any of claims 2 to 8. 

10. Azole derivatives and acid addition 
salts and quaternary ammonium derivatives 
thereof as herein described in the Examples. 

11. Pharmaceutical compositioru compris- 
ing as active ingredient at least one compound 
of general formula I as claimed in claim 1 . 



ary ammonium aenvanvc laara, •« ■ ■■ hhi - 
ture with one or more pharmaceutical carriers 
anJ/or excipicno. 

12. Pharmaceutical compositions as claimed 
in claim 11 in the form of tablets, pills, coated 
pills, suppositories, capsules, solutions, emul- 
.suspensions or injectable preparations. 

W.irw.*,-«-iirv-»l mnnmkions as claimed 



(wherein A, R„ R : . X, Y and Z are denned 
as in claim 1) with a pyridine derivative 
having the general formula 111 



(try 



(wherein B stands for an — NH, group or a 
halogen atom and n is defined as in claim 1) 
or with a sah thereof, and, if desired, trans- 
forming the obtained product in a known way 
I * 5 to a physiologically compatible acid addition 
uh or a quaternary ammonium derivative. 

3. A process as claimed in claim 2, which 
comprise* using 2 - (2 - amineothyl) - pyridine 
as the pyridine derivative of general formula 

III. . • , . 

4 A proce** as claimed in claim 2 or claim 
3 in which the reactioo b carried out at a 
temperature of 100 to 150° C 



aSv-Suspensioas or mjcciaoic picy»i«i_n^ij. 

1 3 . Pharmaceutical compositions as claimed 
in claim 11 or claim 12, containing at least 
one other therapeutically active compound in 
addition to the azole derivative of general 
formula I. 

14. Pharmaceutical compositions according 
to any of claims 11 to 13, substantially as 
herein described. 

15. A process for the preparation of phar- 
maceutical compositions as claimed in any of 
claims 11, 12 and 14, which comprises ad- 
mixing at least one compound of general 
formula I, as claimed in claim 1 or physio- 
logically compatible salt or quaternary am- 
monium derivative thereof wkh one or more 
pharmaceutical carriers and/or excipients. 

16. A process as claimed in daim 15 
wherein at least one other therapeutically active 
comnound is added to the compowtion. 

17. Pharmaceutical com positions as here- 
in described, whenever prepared bv a process 
as claimed in claim 15 or daim 16. 

For the Applicants, 
FRANK B. DEHN & CO., 
Chartered Patent Agents, 
Imperial House, 
15/19, Kingiway, London, WC2B (AIL. 
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